To undersiand how effeclive a drug Accutane Is,
one must first anderstand the pathoganesis of acne.
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This article updates and rein-
forces for dermatology nurses the
necessity of understanding Accu-
tane as well as the need for precau-
tions and education to the female
patient who mests the criteria for
the use of Accutane.
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To cach subspecialty of medicine
there has been a drug dsveloped
that has opened new doors to pa-
tient care: (a) surgery — the devel-
opment of local anesthetic; {b) OB-
GYN — birth control pills; and
{c) endocrinology — insulin. The
list goes on and on. For the patient
suffering from severe cystic acne,
the breakthrough for the dermatol-
ogist was isotretinoin, or Accutane.

Pathoganesis of Acne

To understand how effective a
drug Accutane (isotretincin/Roche)
ia, onc must first understand the
pathogenesis of acne. Acne can be
classified by its severity and treated
accordingly. It usually has its onset
in adolescenc= and is associated
with the endogenous hormane pro-
duction. This leads to an increase
in the size of the sebaceous gland
and the sebum production. At this
point the triglycerides in the
schum, upon contact with the
normal cutanecus organisms.
break down to form free fatty acids.
The fatty scids produce both in-
flammation around the gland and
may also produce a build-up or
thickoning of the stratum corneurn
in the gland duct. The thickening
of the stratum corneum produces
a folticular plugging, obstructing
the flow of sebum. The obsiructed
poral oponing causes a build-up of
pressure behind the plug as sebum
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continues to be produced, and
comedonal acne occurs.

QOrganisms within the comedonc
cantinue breakdown of the trigly-
cerides to fatty acids, and as pres-
surc continues to build the even-
tual rupture of tha gland lining
occurs with leaking of the fatty
acids into the surrounding tissue,
producing inflammation.

Each individual responds to acne
in a different way, and the kay to
this is within the individual's
sebaceous glands. Some individ-
uals never have acne, or their acne
is so minimal it goes unnaticed.
Others have a range from come-
donal to inflammatory papulo-
pustular acne. The above types of
acne are usually self-limiting, and
with medical intervention cloar
with the use of topical preparations
and oral antibiotic therapy.

Severa cystic acne, nodulocystic
acne, and acne conglobata are dis-
figuring conditions seen more
commonly in young men. It com-
monly involves the trunk, shoul-
ders and face, and tends to become
a chronic, unremitting condition.
The breakthrough for acne patients
and the dermatologist came with
the studies to control this disfigur-
ing condition.

Vitamin A and its affect upon
keratinization waa used in the
1920s for treatment of diseases of
the skin due to the production of




Today, Aczutane has made a dramalic differsace in our ssvere
cystic acne patients both physically and psychologicaily.

abnormal keratinization. In 1873,
tapical Retin-A (vitamin A acid)
was first marketed by Johnecon &
Johnson for its action on keratini-
zation and comedonal acne. In
1876, Doctors Peck, Olsen, and
Yoder bepan studies on 13-cis-
retinolc acid, a synthetic isomer of
naturally occurring ail-transreti-
noic acid (a vitamin A derivative)
in the United States. Controlled
double blind studies on nodulocys-
tic acne with the use of 13cis-reti-
noic acid were dane at the Univer-
sity of lowa by Doctors Farrell and
Strauss in 1980. Their findings con-
currod with Doctor Peck's study
that 13-cis-retinoic acid improved
cystic acne and reduced sebaceous
gland activity during the treatmant,
hut their findings showed sobum
preduction returned to normal fol-
lowing discontinuation of treat-
men! while the acne continued to
show improvement, leading them
to postuiate that oral retinoids con-
trolied acne by carrection of abnor-
mal patterns of follicular keratini-
zatjon.

Introduction of Accutane

In September, 1982. Accutane
was released on the market by
Roche Laboratories as Accutane
{isatretinoin/Rochel. 1t was known
and doeumented by Peck ot al
{1979) that retinoids are teratogens,
a major side effect for women. Far-
rell et al (1880} documented other
side effects with affects on the
mucous membrane, skin, and the
~pntral nervous system. Side ef-
fects the patient needs to be con-
cerned about aro headachaes,
nausea, vomiling. and blurred
vision, along with changes in
moaod. The medication can cause
severe stomach pain. diarrhea, and
some rectal bleeding. For the skin
and mucous membrane. there is a
feeling of dryness of the eyes,
oxtrermne dryness of the skin. and
therc can be the possibility of yel-
lowing of both the skin and eyes
and/or dark urine. The protocols
for the wuse of Accutanc were
presented by Roche to be used in

patients with severe cyslic acne
who were unresponsive to conven-
tional therapy.

The most important contraindi-
cation is the teratogenicity of the
drug. Because of this, extreme cau-
tion and good education rmust be
given to the woman of childbearing
age who meets the criteria for
being placed on Accutane. Women
of childbearing age should not be
given Accutane unless two reliable
forms of caontraception are used
simultaneausly, "*and they should
be fully counseled on the potential
risk to the fetus should they be-
come pregnant while undergoing
treatment, (PDR, 1982)" and con-
tracoption should be continued for
1 month following the discontinua-
tion of the treatment. Abstinence is
considered an acceptable form of
prevention of pregnancy. but the
woman of childbearing age must
be again counseled on the strict
adherence to abstinence during
this time frame of Accuiane ther-
apy, and not to take tho chance of
an unprotected sexual relationship
for the welfare of the fetus that
might result froin this relationship.

Guidelines for Usage and
Side Effccts

Today., Accutane has made a
dramatic difference in our severe
cystic acne patients both physically
and psychologically. It is the drug
of choice for these patients, but
before the physician prescribes the
medicaticn, the patient must fall
within the guidelines lor usage.
Nurses must be well informed
about Accutane — its merits, {3
sido effects and, most importantly,
its protocol when used in women
of childbearing age.

Bafore Accutanc is prescribed,
preliminary lab work is done con-
sisting of a CBC and baseline liver
function studies and a 12-hour fast-
ing study for cholestersl and trigly-
cerides. These base lipid studies
are repeated 1 month after treat-
ment. [f hypertriglyceridemia
occurs, these lab studies should be
repeated at intervals; or, if marked-

ly elevated. Accutane therapy is
discontinued. It is essential to con-
tinue laboratory monitoring of the
blood lipids until nermal readings
are again present. Nurses should
counsel patients to not drink any
alcoholic beverages 36 hours prior
to the fasting lab work as this could
produce a false high reading. For
a woman, the laboratory workup
includes a serum pregnancy test
precaded by being on contracep-
tives 1 month prior to treatment.
Only after a negative serum preg-
nancy test within 2 weeks prior 10
the beginning of Accutane can the
treatment be started. It should be
taken on the second or third day of
the next menstrual cycle,

As the nurse, once patients are
placed on Accutane, be sure they
understand the side effects and
have a list of appropriate topical
preparations your dermatologist
recommends. and that they under-
stand how to use them. Encourage
the patient ta call with questions or
if any central nervous system
{CNS) symptoms such as head-
aches occur.

Preparations used for the side
effccts of the skin and mucous
membhrane will differ according to
the prefercnce and location. The
important point is helping the pa-
tient to stay comfortable. For the
dry. chapped lips, the patient can
use Hlistex or plain white petro-
latum. The white petrolatum also
will relieve the dryness within the
nasal septdm and help reduce
nosableeds, which are a possible
side effect. For the dryness of the
skin gencrally, a meisturizer can be
used: one that is noncomedogonic
is preferred. The dryness of the
eyes that frequently accurs can be
relieved with the use of artiticial
tears.

As with Retn-A, sun sensitivity
to vitamin A is an important factor
for the patient to understand. The
use of good sun protection must be
stressed; lifestyle, time of year, and
location will dictate propar usage
and the laval of sun protective fac-
tor to be used. The best rule to fol-
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morning to exposed skin. For the
person in Wiscansin in the dead of
winter, this means the face, If that
same person travels to Hawaii for
vacation, it means applying total
body. A sunscreen with a sun pro-
toctive factor (SPF) of 15 or greater
should be used. even if the indivig-
ual has a skin type of 11T or greater,
- CNS symptoms need to be re-
ported to the dermatologist at ance.
Unusual changes your patient
should be aware of are insomnia,
fatigue, headaches, and double
vision, or decreased night visien.
Depression has been reported, and
this tends to be seen more in the
adolescent patient, Parents ar
adults need to understand the pos-
sibility of Accutane-induced de-
pression and not brush it off as age
related or stress inducead.

Becayse of fatigue and the possi-
bility of musculoskeletal syimnp-
toms, we cautlon our patients not
to begin strenuous athletic activi-
ties while on Accutane. If they are
already on exercise programs or
are invalved {n athlotics, they neod
not discontinue thjs activity, but
should be instructed to warm up
slowly.

Accutane is our miracle drug, the
only cure for severe nedulocystic
acne. Early in 1989, Accutane
underwent investigation by the
Food and Drug Administration
(FDA} because of the number of
Accutano expoead pregnancies ancd
the report of birth defects.

On Thursday, May 12, 1988, the
New York Times printed an article
on Accutane, and in this article
accused Hoffman-LaRoche, the
FDA, and dermatelagists as being
“carcless . .. for failing to mini-
mize its side effecis.” Prior to this
article, the American Academy of
Dermatology had formed a special
task force to draw up guidelines for
the usage of Accutane in females of
childbearing age. Along with this,
the then President of the American
Academy of Dermatology, Dactor
G. Thomas Jansen, wrote a letter to
all dermatologists concerning the
FDA Dermatology Drug Advisory
Comminee, and Dector Jansen also
testified before this committee, The
importance of avoiding pregnancy
while an Accutane was again
emphasized by the Academy of

Dermatology, and Hoffman-
LaRache produced an extensive
pregnancy prevention and educa-
tion kit to be used by the physician
in prescribing Accutane to fomales
in the childbearing age.

Doctor Robert Stern (1989), in his
article in the New Engjand Journal
of Medicine, summarized the esti-
mated number of birth defects to be
48 known to the FDA by 1986. The
FDA has approved the pew
changes In packaging, labeling by
the manufacturer, and the edyca-
tion program. As stated. thess
changes are aimed at proper educa-
tion of the patient and control of
the medication to provent preg-
nancy while on Accutane.

Hoffman-LaRoche's new kit
makes the program casier (but time
consumingj for the physician as all
matarials and steps are within this
unit. It provides for the woman a
free contraceptive counseling ses-
sion with a gynerologist. This
again reinforces the need for birth
contral measures while on the
drug. The last step is a patient in-
formatien/consent farm.

Nursing Interventions

Nursing plays an important role
here in helping the woman, teen-
ager and paront to fully understand
the necessity of those measures and
the need for the fomale on Accu-
tane to follow them. Our role then
is toreinforce compliance. For the
adult. birth control measures
shauld be easier 10 adhero to, as
opposed to the adolescont whoso
experimentation in sex is spontane-
ous. unplanned, and frequently
unprotected.

The parent/adolescent relation-
ship also plays a big part. An ado.-
lescent pationt with cystic acne
may fulfill ail the criteria for the
use of Accutane except that she is
sexually active, withgut proper
contraceptive moasures. Often the
parent will not be aware of the sex-
ual acivily or may be denying the
activity. It is important to stress o
both parents and daughter the need
to avoid pregnancy, and injtial dis-
cussion shuuld take placo with both
parties present. It may be neces-
sary to spoak to the patient sep-
arately, but openness of communi.
cation is important here. If tho
patiant is sexually active, two
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means of contraception must be
used and must be in use at Jeast 1
month before starting Accutano.
Abstinenco that is sustained is, of
Course, adequate; however, again.
it must be emphasized to the teen-
ager the necessity of not having
any unprotected sexual relation-
ship during this pariod of time.

Just one birth defect is too many,
and the only one who can prevent
this from happening is the patient.
We can educate and we must docu-
ment that we have done so, but we
cannot give 24-hour surveillance.
The monthly serum pregnancy test
&nd the office visit is our time to
reinforce education and give sup-
port.

I wase eatimated that by the end
of 1987, over 800,000 people had
received Accutane; approximately
40% of these were women. If birth
defects continue, we may be faced
with the withdrawal from the mar
ket of this valushle drug. This
would he detrimental for our pa-
tients, as this drug is without cqual
in the therapy of patients with dis-
figuring cystic acne. O
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